communication) who believes that the round, fat, plump nuclei in a tumour are also associated with infiltration.
The practical aspect of breakthrough is exemplified in the notorious wound implant.
Here if tumour cells are implanted in the new wound the lesion grows like wildfire. Could it be that diathermy or endoscopic resection, especially when carried out only partially or inadequately, is the real cause of a papilloma becoming malignant, i.e. an iatrogenic breakthrough of the basement membrane? Maybe this is being unfair to the 'occasional' urologist. Is radiotherapy likely to do the same?
In our series of patients with multiple papillomatosis of the bladder treated by sodium or bromine, most of whom were of a well-differentiated grade, 40 % died subsequently of distant metastasis. Could radiation have altered the chromosome counts? REFERENCES Gowing N (1960) Brit. J. Urol. 32, 428 Lamb D C (1966) Brit. med. J. (in press) Dr R C Tudway (Bristol General Hospital)
Factors which Influence the Prognosis of Early Tumours ofthe Upper Respiratory Tract
The prognosis in cases of tumour of the upper respiratory tract is determined by the same general factors which operate in all parts of the body.
The Nature ofthe Growth Itself The histological nature of the tumour is most important. It may for example be of a welldifferentiated and well-circumscribed nature as in the case of some mucous gland tumours, and in this case adequate excision should cure the patient; radiotherapy would be unreliable. It may be of a more anaplastic and wide-spreading type, such as lymphosarcoma or certain radiosensitive epitheliomas which may be curable by radiotherapy.
If the patient is less fortunate, however, the growth may be of a type which is both radioresistant and not easy to clear by surgery, so that curative prognosis is bad even though the growth is early. Such a growth is malignant melanoma arising within the nose.
In the case of epithelioma, the Broders' grading of the tumour is important as a guide to successful treatment. If it is a Grade I then possible metastases in the glands of the neck must be dealt with by excision, as radiation 'of these glands is notoriously unreliable. If, however, it is undifferentiated, of Broders' Grade IV, block dissection of the glands will often be followed by recurrence but radiotherapy may give a good chance of cure.
We must also consider the gross pathological type of the malignancy. It may be ulcerative or fissured, in which case it would bear a worse prognosis than a growth at the same site and from the same tissue which is of a papillary or cauliflower form.
The Site ofthe Growthl Here we have to consider whether the site is accessible to treatment by surgery or radiotherapy, or if extirpation by either means will involve serious or even fatal damage to other structures. Growths in the nasopharynx cannot, for example, normally be extirpated surgically even if early, while a small growth at the free end of the epiglottis is simple to excise with a likelihood of cure.
Radiotherapy may be easy if the tumour is well away from vital structures and difficult to carry through to adequate dose if the treated area is near the brain stem for example.
From some sites hidden spread is likely to have occurred even when the tumour is clinically early; for example, from the soft palate spread to the glands of the neck occurs quickly and is frequently bilateral, so making surgical clearance difficult. From other sites metastasis is late while obvious symptoms drive the patient to his doctor before spread has occurred. This applies to epithelioma of the vocal cord. Early spread may be favoured or prevented by the nature of the tissues and the anatomy of the part in which the growth arises. The vocal cord is avascular and is confined within the cartilaginous box of the larynx, while in contrast the region ofthe base of the epiglottis and tongue is freely supplied with lymphatics and blood vessels and is mobile. Metastasis from this region to the lymph nodes occurs much more easily.
These factors confer upon growths at some sites, e.g. the pyriform fossa, a very poor prognosis, while at other sites the prognosis is relatively good even though the histology may seem virtually the same, with in each case an early tumour.
Section ofRadiology
Early Diagnosis and Choice ofTreatment Diagnosis while still early and the choice of the correct treatment are vital. Early symptoms may be such as: persistent hoarseness, repeated minor hemorrhages from the nose, slight but persistent dysphagia, a sensation of a 'crumb' in the throat, or a definite swelling or induration in the nose, neck or throat. If these things have persisted for a month or are increasing, then the case must be treated as a matter of some urgency. The problem must be labelled '? malignant' and the patient given an urgent appointment to see an ear, nose and throat surgeon. In many cases an endoscopy and biopsy will be needed to settle the matter. As soon as the presence of such a malignant growth is confirmed and its histological nature known, there must be consultation between the surgeon and a radiotherapist to decide the best form of treatment.
Local State ofthe Tissues Local sepsis lowers the resistance of the tissues, and favours the persistence or recurrence of growth, particularly when radiotherapy is used as a part or whole of the treatment. In any case tumour tends to spread rapidly in infected tissue and such sepsis must be dealt with as far as possible before surgery or radiation is undertaken.
Syphilitic change, in particular, worsens the prognosis; this is not only because the resistance of the tissue is poor but because it is accompanied at times by widespread premalignant change of mucous membrane so that after one primary growth has been successfully dealt with other primaries will not infrequently arise.
Premalignant changes are common apart from syphilis, e.g. leukoplakia, atrophy of the mucous membrane, and hyperkeratosis. In many cases such change is difficult to deal with, though if carcinoma of the larynx occurs following hyperkeratosis of the vocal cords, this premalignant change will be effectively dealt with by laryngectomy. In most cases epithelioma of the vocal cord should be treated with radiation which will preserve the larynx and offers good prospects of cure.
General State ofthe Patient General debility adversely affects the prognosis, possibly by reducing the host resistance to the growth as well as by making adequate treatment more difficult or dangerous. Advanced age not only makes adequate operation impossible in some cases but also reduces the safe dose of radiotherapy which may be used, and so reduces the likelihood of successful treatment of either kind.
Severe anwmia has a similar effect, and must be corrected, if need be by transfusion, before cure of an early growth is attempted. Alcoholism, if severe, makes prognosis worse in the same way and is much more difficult to deal with. Severe diabetes also is an adverse factor.
Repeatedly when considering these general factors we may get the impression not only that the patient will not tolerate adequate treatment but also that there is an impairment of the resistance of his tissues to malignant invasion.
The following are some selected sites to be considered in the light of the above:
(1) The vocal cord: A malignant growth here is of good prognosis if discovered early. It is normally well-differentiated squamous carcinoma, and responds to high doses of cobalt or high voltage radiation, so that in 70 % or more cases it may be cured in this way without loss of the larynx. In others there will be recurrence after radiation and the patient must have a laryngectomyand again, will frequently be cured. In a few others elective laryngectomy is performed at the outset. Here the site of the growth is accessible and there are no factors favouring early spread. Overall 80% should be cured.
(2) The aryepiglottic fold: Here the prognosis is only about 50-50, even if the growth is early and even if laryngectomy is performed at once. Again radiation to conserve the larynx is recommended as laryngectomy may still be done at the first sign of failure. The prognosis here is poorer because lymph drainage is more profuse and the growth is commonly of a more malignant grade histologically. The neck must be carefully watched for nodes.
(3) The pyriform fossa: This carries a very bad prognosis. Symptoms are slight so that few cases are really early when they come. Even in the clinically early ones the growth is usually of ulcerative and fissured type which quickly affects the glands of the deep cervical chain. The cures are too few to allow of a ready statistical decision about best treatment, but it would seem best to advise an immediate attempt at radical surgery which allows the lymphatic drainage to be removed en bloc with the primary.
I have used these examples to emphasize how growths of the same variety (epitheliomata), of about the same sizesmall and earlyand very near each other in site, may carry a very different prognosis, and how impossible it is to give a prognosis until we have all the detailed facts.
The nasopharynx is a frequent site for malignancy. We here find lymphoid tissue which gives rise to its own tumours. Of these lymphosarcoma is the most common, and also associated with the lymphoid areas of the nasopharynx we have highly undifferentiated epitheliomata including the so-called lymphoepithelioma, all of which grow rapidly and quickly spread to lymph nodes, so that the finding of the nodes may be the first sign. However, if the nodes are confined to the upper part of the neck the tumour may still be regarded as early, if only because these tumours are highly radiosensitive and in many cases curable, by treating widely to cover the whole of the likely spread.
On the other hand some other epitheliomata of the nasopharynx have a much greater tendency to invade and infiltrate locally into the base of the skull before they metastasize widely. These may have invaded only a limited volume of tissue but still be impossible to deal with surgically or radiotherapeutically, because of the nearness of vital structures which cannot be heavily irradiated or removed. However, the overall five-year apparent cure rates from irradiation of nasopharyngeal growths is found to vary from centre to centre, e.g. 20% (Kunkler & Rains 1959 ), 40% (Fletcher & Millon 1965 , 30% (Loring 1965) and 35 % of the cases without glands (Lambert 1960) .
Another important group of carcinomas are those of the nose and nasal sinuses. These tumours do not usually metastasize at an early stage and the prognosis is determined by extent of local spread and by histology. Most of the tumours are squamous epithelioma. Quite early growths at a favourable site may be excised without the need for extensive procedures such as excision of the upper jaw. Other growths, e.g. in the upper and inner part of the antrum and in the ethmoids, may demand sacrifice of the eye to achieve prospect of cure. The treatment will usually be a combination of restricted surgery and radiotherapy; either one or the other may be done first. Five-year cure rates of about 40 % are now obtained in the early cases.
Other varieties of malignant growth are not infrequently found at these sites, some of which are more difficult to control even if apparently small and early. The cylindroma, for example, is difficult to excise completely and it is not easily radiocurable. The melanoma may have already metastasized before it is clinically detectable.
The foregoing indicates the variable prognosis of the different early growths of the upper respiratory tract, and that in some of the commonest types of growth prognosis may be relatively good.
